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i 2003118500 

tipppinpppppi 

Cpe^cTBo win HHra6HpOBaHHfl penpozryicuHH oSojionenHMx BHpycoB, 
cnoco6 ero nojiyneHHH, 4>apMaueBTHHecKa« KOMno3HH,H» 

H CnOCOS HHrH6HpOBaHHfl BHpyCHBDC HH(J)eKI^HH. 

Pbo6peTeHHe othochtcji k (|>apMau;eBTHHecKOH npoMBiiHJieHHOcTH h 
Kacaerca co3flaHna cpeflCTBa ana HHrH6HpoBaHHH penpozryrarHH o6ojioHeHHBix 
BHpycoB. 

HacToamee H3o6peTeHHe KacaeTca coeflHHeHHH h hx 4>apManeBTHHecKH 
npHeMjieMBix cojieii, BBi3BroaioiHHx TopMoaceHHe penpoayicnHH o6ojioh6hhbix 
BHpycoB TaKHX Kan: BHpyc HMMyHOfle<J>HUHTa nejioBeica (BIW), ran 1, BHpyc 
repneca npocToro (Herpes simplex virus) (BEDT), ran 1, BHpyc renaraTa C (BrC), 
1 b reHoran. 

B HacToainee BpeMH HccjieflOBamra BeflyTca no pa3pa6oTKe Tepamra h 
MeroflOB jieneHiM BHpycHtix hh^ckuhh, oco6eHHO BBi3BaHHBix Blir, BrC, 
BHH/CnHfl h cBH3aHHoro co CnH£ KOMiuieicca (KCC). BojiBHbie CTMRom, 
HMMyHHaa cHCTeMa kotopbdc nepecTaeT 4>yHKHHOHHpoBarB, crpaaaioT ot 
MHoroHHCJieHHBix onnopryHHCTHHecKHx HH^eicnHH, TaKHX KaK Pheumocystis 
carinii h Candida albicans, a TaioKe BUT, BrC, nHTOMeranoBHpyca (LIMB) hjih 
HeKOTOpBrx BHflOB onyxojieH (capKOMa Kanonin), KOTopBie h craHOBHTca 
Henocpe^cTBeHHOH npHHHHOH CMepTH. Cnoco6 jieneHHa CIIEma HeH3BecTeH, h 
Teicymafl Tepanna b 6ojn>inHHCTBe cjiynaeB npHMeHxeTCH 6e3 AocraTOHHBix 
AOKa3aTejiBCTB 3<})<|>eKTHBHOCTH h HMeeT He6jiaronpHflTHBie no6oHHbie 3(j><J>eKTBi. 

BHH xapaKTepH3yeTca bbicokoh reHeTHnecKOH h, aneflOBarejiBHo, 
aHTHreHHOH hsmchhhboctbio. IIlTaMMBi BWi, nojryHeHHBie aasKe ot o#Horo h 
Toro ace 6ojn.Horo, ho Ha pa3HBrx craflHHx ero 3a6oneBaHHH, Moryr oTJinnaTBca no 
aHTHreHHbiM CBOHCTBaM h HyKJieoTHflHBiM nocjie^oBaTejiBHocTHM. Ha6jnoAaeTCH 
OTJiHHHe nrraMMOB b pa3HBrx KJiHMaToreorpa<j>HHecKHX 30Hax. 3to ocjioacHJieT 
XHMHOTepanmo, HMMyHOTepanrao h BaKHHHonpo<J)HjiaKTHKy CITHfla. 
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ITpo6jieMM npH JieneHHH BTTI hh^ckhhh bo3hhk3K)t H3-3a ciioco6hocth 
3thx BHpycoB nepcHcrapoBaTB b jiaTeHTHOH hjih noKoameHca 4>opMe. Koraa 
nepBHHHaH HH<$>eKmw cTHxaeT hjih OTCTynaeT, BHpyc, b ochobhom, ocTaeTca b 

JiaTeHTHOH ^OpMe B HyBCTBHTeJIBHBIX HepBHBK raHTJIHHX, KOTOpBie HHepBHpyiOT 

MecTO nepBHHHOH hh^ckhhh. OnpeflejMiomHH nepnofl JiaTeHTHocTH HeH3BecTeH, 
KpOMe Toro, 3tot nepHOfl mohcct 6bitb HapymeH neperpeBOM, oxjiaHCfleroieM, 

COJIHeHHBIM 06jiyHeHHeM, ropMOHajIBHBIMH H SMOHHOHaJIBHBIMH OTKJIOHeHHflMH 
HJIH HMMyHOCynpeCCHBHBIMH CpeflCTBaMH, npHBOflH, B OCHOBHOM, K nOBTOpHOH 
HH^eKHHH. 

Bojibhihhctbo aHTHBHpycHBix cpeflCTB, Hcnojn,3yeMBix flo chx nop AJia 
JieneHHa BITT - hh^ckhkh, 6bijih BeinecTBaMH, KOTopBie BMeuiHBaioTCJi b chhtc3 
BHpycHOH ,HHK. 3th BemecTBa BKjnonaioT HfloiccypHflHH, hjkto3Hh, apa6HH03a, 
afleHHHapa6HH03H« h tph<J>topthmh,zjhh. TaKHe BemecTBa BMeniHBaioTCJi Taicace h 

B CXOflHBie 4>yHIOJ,HH KJieTKH-X03flHHa, WTO npHBOflHT K npo6jieMaM KJieTOHHOH 
TOKCHHHOCTH H, KaK CJieflCTBHe, HeB03MO>KHOCTH CHCTeMaTHHeCKOTO 

HcnojiB30BaHHa y jnoaen. B Hacrojimee BpeMJi ochobhbim JieKapcTBeHHBiM 

Cpe^CTBOM AJM JieHeHHfl HH(j)eKH,HH, BBI3BaHHBIX BriT, flBJIHeTCH ailHKJIOBHp, 
KOTOpblH HMeeT CHJIBHOe npOTHBOBHpyCHOe fleHCTBHe H HH3KyK) TOKCHHHOCTB. 

QzjHaico cjia6aa pacTBopHMocTB h noHBJieHHe JiexapcTBeHHO ycTOHHHBBrx 
BHpycoB orpaHHHHBaeT npHMeHeHHe 3Toro cpeacTBa. 

XHMHOTeparaM CITHfla CBH3aHa b HacToaniee BpeM» c co3flaHHeM h 
npHMeHeHHeM HHrH6HTopoB o6paraoH TpaHCKpHnTa3Bi, a TaioKe hhfh6htopob 
npoTea3Bi BHH. 

HHrH6HTopBi o6paTHOH TpaHCKpnnTa3Bi BPW HMeioT hjih HyKJieo3HflHyio 
npHpo^y: 3HflOByAHH (AZT, peTpOBHp), anHBHp (3TC, JiaMHByflHH), BHfleicc (ddl, 
flHflnaH03HH), xhbhji (ddC, 3ajiBUHTa6HH), 3epHT (d4T, cTaByflHH), a6axaBHp 
(ABC, 3HareH), kom6hbhp (3HflOBy«HH + snHBHp), TpH3HBHp (a6aKaBHp+ 3nHBHp+ 
3H«OByAHH), hjih HeHyKJieo3HflHyio: flejiaBHpflHH (pecKpHirrop), HeBHpanHH- . 
(BHpaMyH), 3^aBHpeHii (cycTHBa), hjih HyxjieoTHflHyio: TeHo4>OBHp, BHpeafl. B 
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Pocchh 3aperacTpHpoBaH OTenecTBeHHBiH npenapaT <|>oc<i>a3Hfl. 3th npenapara 

TOKCHHHBI H flJIX MaKpOOpraHH3Ma, nOCKOJIBKy OHH BMeiUHBaKOTCfl B reHOMHBie 

CTpyKTypBi. OGparaaH TpaHCKpHnTa3a ocymecTBjweT chhtc3 BHpycHoii JJtlK b 
TeneHHe Bcero cpona 3a6ojieBaHHH, nosTOMy hhthShtopbi peBepTa3Bi BWl 

HeoGxOAHMO HCnOJIB30BaTB n03KH3HeHH0. 

HHra6HTopBi npoTea3Bi BWl npeflCTaBjieHBi b HacToainee BpeMfl 

HeCKOJIBKHMH npenapaTaMHI CaKBHHaBHp (HHBHpa3a), HHflHHaBHp (KpHKCHBaH), 

pHTOHaBHp (HopBHp), Hejib<|)HHaBHp (BHpacenT), aMnpeHaBHp (areHepa3a), 
KaneTpa (jionHHaBHp+pHTOHaBHp). ripoTea3a BWl OTBercTBeHa 3a co3peBairae 
(npoiieccHHr) BHpycHBix 6ejiKOB. Hapynieime. nponeccHHra rjiHKonpoTeHHOB 

IipHBOflHT K HeCIIOCo6HOCTH BHpHOHOB BWl npHCOeflHHJITBCfl K CD4+KJieTKe. 

B HacToain.ee BpeMa cymecTByer TepMHH «Tepanna TpeTBefi jihhhh» pjisl 
xapaierepHCTHKH jieneHHa 6ojibhbix BWl/CTMR, y kotopbix B036y,mrrejiB 
OKa3anca pe3HCTeHTHBiM no KpaimeH Mepe k oflHOMy JieKapCTBy H3 Kaaefloro 
KJiacca npenapaTOB hjih y Koro jieneHHe npH ncnojii>30BaHHH flByx pa3JiHHHBix 
cxeM TepanHH OKa3anocB He3<j)<|>eKTHBHBiM. TaKyio bbicoko aKTHBHyio 
aHTHpeTpoBHpycHyio Tepanmo (BAAPT) o6o3HaHaK>T TaioKe TepMHHaMH Vera- 
BAAPT" hjih "rara-BAAPT". Tepanna TpeTBen jihhhh BKjnonaeT npHMeHeHHe 
oflHOBpeMeHHO neTBipex aHTHpeTpOBHpycHBix npenapaTOB c pa3JiHHHBiMH 
MexaHH3MaMH 6jiOKHpoBaHHH penpoflyKHHH BWl - Hyiaieo3HflHBie h 
HeHyioieo3HflHBie HHrn6HTopBi o6paraoH TpaHCKpnnTa3Bi, h hhfh6htopbi 
npoTea3Bi. Ilpn stom cjioaanee nporao3HpoBaTB B03M03KHBie HeraTHBHBie 
B3aHMOAeHCTBHa pa3JiHHHBix jieicapcTB, b pe3yjiBTaTe - pe3KO yBejiHHHBaeTca 
BepoaraocTB pa3BHraa no6oHHBix peaicnHH h ocjio^ch6hhh. B TaKHx cjiynaax 
Heo6xoAHM nocToaHHBin MOHHTOpHHr KOHneHTpanHH jieicapcTB B CBIBOpOTKe 
KpoBH, hto aBJiaeTca aoporocToameH nponeaypOH. Heo6xozmMocTB AonojmeHHa 
TepaneBTHHecKoro xypca npenapaTaMH, noflaBJwnomHMH aKTHBHOCTB 
B036yflHTejieH conyTCTByK>inHX HH^eKnHH, erne 6ojH»nie ocjioHCHaer jieneSHBiH 
nponecc. 
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H3BecTHtie JieKapcTBeHHtie npenaparBi no3BOJwioT KOHTpojiHpoBaTB 
TeneHHe 6ojie3HH, ho He HaneHHBaTB naHHeHTOB, CTpaflaKHnnx CmmoM. 
Co3^aHHe jieicapcTBeHHBix cpeflCTB, KOTOptie Moryr H3JienHBaTB hjih no MeHBHiefi 
Mepe o6ecneHHBaTB Jiynniyio 3anniTy ot CMepTOHocHoro BHpyca npoAOJiacaeTca h 

CBHSaHO KaK C HOHCKOM HOBBIX COeflHHeHHH, Cn0C06HBIX TOPM03HTB 

penpoflyKHino BHpyca npn noMomn H3BecTHBix MexaHH3MOB, TaK h c pa3pa6oTKOH 
hobmx nojjxojjOB k pemeHHio 3ajj;aHH. 

PacnrapfleTCH cneicrp npenapaTOB jjjm JieHemra 6ojibhbix BWUCUSAR. B 
HacToamee BpeMH Ha CTajjHH kjihhhhcckhx HccjiejjoBaHHH HaxoflsiTCH cjieayioiime 
npenapaTBi: 3MTpHn,HTa6HH, DAPD (HyioieosHflHBie aHajiora), KanpaBHproi, TMC- 
120 (HeHyKJieo3HflHBie). BHHMaHHe npHBJieKaioT Taicace HOBBie HHra6HTopfci 
npoTeasBi: axasaHaBHp (spHBaaa), THnpaHaBHp, M03eHaBHp. Bejxyrca 
HccjieflOBaHHa no co3flaHHK> npenapaTOB coBepnieHHo hobbix KjiaccoB: 
HHrH6HTopBi HHTerpasBi (S-1360), a Taicace HHra6HTopti cjihhhhh (nenra^ysHfl 
(T-20 hjih Fuzeon)), T-1249, PRO-542, h HHra6HTo P Bi penenTopoB xcmokhhob 
(SCH-C h PRO- 140). 0,zmaKO pe3yjiBTaTBi HcntiTaHHH Heo^ui03HaHHBi . TaK, 
npenapaT SCH-C BBi3Bmaji yBejiHHemie HHTepBajia QT b 3KT 3flopoBBix 
HcnBrryeMBix npn HcnojiB30BaHHH MaKCHManBHOH fl03Bi, hto HBjmeTca yica3aHHeM 

Ha B03M05KHBie KapflHOJIOrHHeCKHe OCJIOECHeHHJI. HHrnSHTOpBI CJIHJIHHH 

npe^cTaBJiaioT co6oh nojmnenTHflBi: T-20 coctoht H3 36 ocTaTKOB npHpo^HBix 
aMHHOKHCjioT, T-1249 - H3 39. HcnojiB30BaHHe 3thx npenapaTOB orpaHHHeHo 
BHyTpHBeHHBiM BBe^eHHeM, b pe3yjiBTaTe npneMa y HeKOTopBix 6ojibhbix, 
nojiynaBniKX T-20, o6pa30BBiBajiHCB nozncoacHBie y3ejiKH, 3nH3o/jHHecKH 
OTMenajracb nojjicoHCHBie hh^ckhkh h a6cneccBi. 

Bojibhihhctbo H3BecTHBix HaH6ojiee onacHBix BHpycoB: BITT, BTC, UMB 
h BHH aBjnnoTCfl thhhhhbimh npeflCTaBHTejwMH o6ojiohchhbix BHpycoB. 

HH^HHHpOBaHHe KJieTKH-X03HHHa o6oJIOHeHHBIMH BHpycaMH H3HaHaJIBHO 

ocHOBLmaeTCfl Ha B3aHMoaeHCTBHH pa3JiHHHBix penenTopoB Ha nOBepXHOCTH 
KJieTKH-xo3HHHa c rjiHKonpoTeHHaMH BHpyca. 3areM BHpycHaa h KJieTOHHaa 
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MeMGpaHBI CJIHBaiOTCH, H COAepMCHMOe BHpHOHa BHHBaeTCH B UHTOnJia3My KJICTKH- 

xo3JiHHa. BMeniaTenBCTBO b o6pa30BaHHe BHpycHoro o6oJioneHHoro 6ejiKa Morjio 
6bi npeflOTBpaTHTb nepBHHHoe B3aHMOfleiicTBHe BHpyca h KJieTKH-xo3HHHa h 
nocjie^yiomee cjiroiHHe, a TaiOKe topmo3htb 4>°P MH P 0BaHHe bhphohob. B naTeHTe 
>fe 2196602 noKa3aHO, hto noA AeiiCTBHeM cojieii 4>yjuiepeHaMHHOKanpoHOBOH h 

MaCJMHOH KHCJIOT npOHCXOflHJIO nOflaBJieHHe penJIHKaTHBHOH aKTHBHOCTH U$AB 

3a chqt HHra6HLtHH no3AHero CTpyicrypHoro 6ejika gB. 

Oco6orO BHHMaHHH 3aCJI}0KHBaiOT BblCOKOnOJIHMepHBie nOJIHaHHOHHBie 

npHpo^HBie coeflHHeHHH - nenTHAorJiHKaHBi, AeKerpaHBi, nojincaxapHABi h jap. 
3th coeflHHemra Majio tokchhhbi, ciiocoGhbi aAcop6npoBaTB BHpycHBie HacraijBi 
h cjijokhtb KceHoSHOTHnecKOH «jioBynncoH» bhphohob BWl. 3th BemecTBa 

npeiMTCTByiOT 06pa30BaHHK> CHHIJHTHyMa, HO npHMOrO B03AeHCTBHH 3THX 

jieKapcTB Ha HH<J>eicijHOHHocTB snpyca He 6bijio ycTaHOBjicHO (EfiponeficKHe 
3aHBKH 04065512 h 0467185). BBicKa3BiBaeTCH npeAnonoaceHHe, hto 
cyjiB^OHHpoBaHHBie nojiHMoneBHHBi (naTeHT JST2 2160746) moji Maccoi! ot 2000 
AO 4000 noAaBjunoT aKTHBHOCTB BH4, BUT h UMB no cjieAyiomeMy 
MexaHH3My: aHHOHHBie rpynnBi CHHTeTHHecKHX ojiHroMepoB CBfl3BiBaK>TCfl c 
BHpycoM h/hjih KJieTOHHofi MeM6paHOH h tcm caMBiM npepBraaeTca cnocoGHOCTB 
BHpyca k peiuiHKau;HH. 

PfeBecTHBie JieKapCTBeHHBie cpeACTBa, b ochobhom, noAaBJunoT OAHy H3 
cneijH<j)HHecKHX <})yHKii;HH BHpyca. B naTeHTe (WO 95/19949, C07C 49/223, 
1995) BnepBBie 6BiJia noKa3aHa bo3motkhoctb bo3a©hctbhh oahhm coeAHHemieM 
Ha ABe MHHieHH: Ha npoTea3y h o6paTHyK> TpaHCKpmrrasy BHH. B naTeHTe JSb 
2196602 BnepBBie npeAJioaceH cnoco6 HHrH6HpoBamra OAHOBpeMeHHO AByx 
BHpycos: BHH h UMB. HHra6HpoBaHHe ocyni;ecTBJiHJiH no MexaHH3My 
6jiOKHpoBaHHH aKTHBHoro cairra Ha MOJieKyjie npoTea3Bi h o6paTHOH 
TpaHCKpHnTa3Bi, h no3AHero CTpyicrypHoro 6ejiKa gB LJMB nejiOBeica. B o6ohx 
naTeHTax HcnojiB30BajiH coeAHHeHH£ — npOH3BOAHBie 4>yjuiepeHa. 
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B nocjieflHee BpeMH GHonorHHeckaa aKTHBHOCTb ^yjuiepeHOB npHBJieKaeT 

BHHMEHH6 B CBH3H C B03MOHCHOCTBIO HCnOJIb30BaHHfl HX B 6opb6e IIpOTHB 

BHpycoB. OcHOBHoe npeiMTCTBHe Ha nyra co3£aHHH Jiene6Hbix npenapaTOB 
CBoaHo c HepacTBopHMOCTBio <j>yjuiepeHOB b BOfle, hto 3aTpyAH«eT hx npHMoe 
BBeAeHHe b opraHH3M nejioBeica. 

KbBecTHbi cnoco6bi nojiyneHHa BoaopacTBOpHMbix <j)opM <J>yjuiepeHa 3a 
cneT o6pa30BaHHH aAnyicra c nojiHBHHHJinHppoJiHAOHOM (Kiselev O.I. et al. // 
MoL Materials. 1998. V.ll. P.121; Piotrovsky L.B. et al. // Ibidem. 2000. V.13. 
P.41 .). TToKaaaHa ero 3<|><|>eKTHBHOCTb npoTHB BHpyca rpnnna A- h B-THna. 

H3BecTeH TaioKe cnoco6 nojiyneHHa 4>yjuiepeHOB, BKJiiOHaiomHH 
cMeuiHBaHHe npeflBapHTejitHo pacTBopeHHHX b opraHHHecKOM pacTBopHTene 
^yjijiepeHOB c nojiHMepHOH MaTpHU,eH b xjiopo(J)opMe, BbinapHBaHHe CMecH nojn 
BaKyyMOM flo nojiHoro y^ajieHHH pacTBopHTejiefi, pacTBopeHHe nojiyneHHoro 
KOMnjieKca b <J>oc(J>aTHO-cojieBOM 6y(f>epe (pH 7,4 - 7,6) c nocjieayioiiieH 
o6pa6oTKOH npoflyKTa yjibTpa3ByKOM (RU X22162819, 02.10.01). npn otom b 
KanecTBe BoaopacTBopHMOH nojiHMepHOH MaTpHijbi Hcnojit3yioT MeM6paHHbie 
Ke^ajiHHw. 

ripo^yKTBi, nojiyneHHBie b pe3ynbTaTe TaKHX MOAH<j)HKaijHH, abjdhotcji He 

CTa6HJIBHBIMH COe^HHeHHHMH C OipaHHHeHHblMH B03MOHCHOCTHMH XpaHeHH*. 

IlepCneKTHBHblM HBJWeTCfl nOJiyHeHHe BOAOpaCTBOpHMblX npOH3BOAHLIX 

4>yJiJiepeHa nyreM xHMHHecicoro npHCoeflHHemra k HeMy pa3JiHHHbix paAHKajioB. 
AHajioraMH Hacrojimero H3o6peTemra hbjihiotch coeAHHemw, h cnoco6i>i hx 
nonyHemra, onncaHHbie b naTeHTax WO 95/19949, C07C 49/223, 1995, PO 
JSfo2 196602, P<D JSfe2 124022. 

H3BecTHo coe^HHeHHe, coflepHcamee BoaopacTBopHMoe npoH3BOAHoe 
^yjuiepeHa c o6meii ^opMyjioii C 60 -X =HOC(0)(CH 2 )2C(0)NH(CH 2 )2 (ny6ji. WO 
95/19949, C07C 49/223, 1995). B xanecTBe 3aMecTHTejiefi Hcnojib3yioTC* jno6bie 
anKHJioBbie hjih apHJi — ajiKHJioBbie 3aMecTHTejiH, b HacraocTH Te, KOTopbie 

3aMemaK)TCH a30TOM HJIH KHCJIOpOAOM, COAep^CamHM OT 1 AO 20 aTOMOB 
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yrjiepoAa. OAHaKO AaHHoe coeAHHeHHe HMeeT HH3kyio pacTBopHMocrb b BOAe, 
paBHyio 1 miVmji, h cnoco6 ero nojiyneHira cjkokhhh. 

B naTeHTe PO >fe2 196602 npeAJio>KeH cnoco6 HHraGHpoBaHHa 
penpo^Ki^HH BHH h I]^MB-HH(i>eKitfiH npn noMomn coeAHHeHHH Ha ocHOBe 
aMHHOKHCJioTHBix h AHnenraAHbix npoH3BOflHBix <|>yjiJiepeHa. B KanecTBe 
aMHHOKHCJioTHoro npoH3BOAHoro 4>yjuiepeHa HcnojiB30BaHbi HaipHeBbie cojih 
^yjuiepeHaMHHOKanpoHOBOH h ^yjuiepeHaMHHOMacjMHOH khcjiot. 

HaH6oJiee 6jih3khm no TexmraecKOH cymHocra h AOcraraeMOMy 
pe3yjiBTaTy hbjihctch coeAHHeHHe N-(MOHoraApo)~4)yjiJiepeHaMHHOKanpoHOBafl 
KHCJioTa HC 60 NH(CH 2 ) 5 COOH (naTeHT P<J> 2124022). 

JSjm ero nojiynerora k pacTBOpy 4>yjuiepeHa b o-AHXJiop6eH30Jie 
flo6aBJimoT boahmh pacTBop KajineBOH cojih aMHHOKanpoHOBOH khcjiotbi h 18- 
KpayH-6. PeaKHHOHHyio Maccy nepeMeiiiHBaiOT 6-8 nacoB npn 60°C. 3aTeM 

paCTBOpHTeJIH OTrOHKIOT, OCTaTOK o6pa6aTBiBaK>T HaCbimeHHbIM paCTBOpOM 

xjiopncToro KajiHH h OCTaTOK ^yjuiepeHOBoro npoH3BOAHoro npoMbisaioT boaoh. 
Bmxoa itejieBoro npoflyicra KOjnraecTBeHHbiH . ITojiyHeHHaa N-(MOHoraApo)- 
<^yjuiepeHaMHHOKanpoHOBaa KHCJioTa pacTBopHMa b AHMeTHJicyjib<j)OKCHAe, 

flHMeTHJl4>OpMaMHfle, IIHpHflHHe. 

He^ocTaTKaMH Aamioro CHHTe3a hbji5kotch: ycjioBH* peaKitfra 
B3aHMOAeHCTBH« ^ynjiepeHa C 6 o h KajineBOH cojih aMHHOKanpoHOBOH khcjiotbi b 
flByx<|>a3HOH cHCTeivie npHBOflHT k yBejiHHeHHK) BpeMeHH npoijecca, KpoMe Toro, 
HcnoJib3yeMbiH b KanecTBe cojno6HJiH3aTOpa 1 8-KpayH-6 HMeeT Bbicoicyio 

CTOHMOCTb. 

Bbixoa ijejieBoro npoAyKTa cocTasjraeT He 6ojiee 5% ot Maccw 
3aTpaneHHoro Ha CHHTe3 4>yjuiepeHa ? a npoAyKTbi o6jiaAaK>T He 

BOCnpOH3BOAHMbIMH CBOHCTB3MH . 

HeAOCTaTKOM npeAJio>KeHHoro cnoco6a hbjihctch to, hto nacTb npoAyicra 
o6pa3yeTCH b BHAe HepacTBOpHMoro b BOAe coeAHHeHHH. 
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Bo Bcex onHcaHHbix paHee nareHTax 6bijih nojiyneHBi npoAyKTBi 
MOHonpHcoeAHHeHHH c|>yjmepeHa h aMHHOKHCJiOT h nenraAOB. OflHaKO 
^yjuiepeHbi hmciot Sojitnioe hhcjio SKBHBaneHTHBix peaiojHOHHBix aeHTpoB no 

KOJIHHeCTBy flBOHHLIX CBH3eH, HTO A&CT B03M05KHOCTB o6pa30Bamra npoAyKTOB 

nojiHnpHcoeflHHeHHH. 

3afl;aHeH HacToamero H3o6peTeHira HBjraeTCfl nojiyneHHe npoAyKTa c 
MaKCHMajiBHO bo3MO»chbim hhcjiom 3aMemeHHBix rpynn, o6ecneHHBaiomiix 

BBICOKyiO paCTBOpHMOCTB. 

Jlpsi peuieHHH nocTaBJieHHofi 3aAaHH npeAJioEceHa rpynna H3o6peTemiH, 

06l>eflHHeHHBIX eAHHBIM H306peTaTejIBCKHM 3aMBICJIOM: Cpe^CTBO, 

npeflCTaBJifflomee co6oh coeAHHemie 4>yjmepeHnojiHKap6oHBix aHHOHOB, cnoco6 
ero nojiyneHJM, ^apMaijeBTHHecKaa komiio3hijhk, BKjnonaioiijafl yKa3aHHoe 
cpe^cTBO h cnoco6 HHiriGHpoBaHHH penpoAyiemiH oGononenHBix BHpycoB. 

B pe3yjiBTaTe B3aHMOAeHCTBiM (j)yjuiepeHa c cojibio aMHHOKHCJipTBi b 
cpe,n,e opramraecKoro pacTBopirrejra b npHcyTCTBHH nojraajiKHJieHOKCHAa 
nonyneHBi <J)yjmepeHiiojiHKap6oHOBBie aHHOHBi oGmefi <|>opMyjiBi L 

C 60 H n [NH(CH 2 ) m C(O)O;] n5 

rae C6o- ^yjuiepeHOBoe JiApo, 

NH(CH 2 ) m C(0)0" - aMHHOKapSoHOBBIH aHHOH 

m paBHO ijejioiviy HHCJiy ot 1 ao 5, npeAnoHTHTeJiBHO 3 h 5, HaH6ojiee 
npe^noHTHTejiBHO 5 

n paBHO i^jioMy HHcny ot 2 ao 12, npeAnoHTHTejiBHO ot 4 ao 6, HanSonee 
npe^noHTHTejiBHO 6. 

MojieicyjrapHBiH Bee CBH3aH co 3HaneHHeM n h m nojiyneHHBix coeAHHeHHH 

H paBeH COOTBeTCTBeHHO: 

n paBHOH 6 h m paBHOH 5, 4 ) y^ e P eHreKCaaMHHOKan P OHOBOro aHHOHa 
C6oH 6 [NH(CH 2 ) 5 C(0)0"] 6 paBeH 1500 t/mojib. 

Jlflz nojiyneHHH cpeACTBa k pacTBOpy 4>yjuiepeHa b o-AHXJiop6eH30Jie 
(TOJiyojie hjih jik)6om ApyroM opraHHHecKOM pacTBOpirrejie) bhocht 
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aMHHOKHCJIOTy B BHfle COJIH (KaJIHeBOH HJIH HaTpHeBOH), 3aTeM flo6aBJMK)T 

cojno6HJiH3aTop. IIopjmoK BHeceHHH b peaicHHOHHyio cpe,z*y aMHHOKHCJiOTbi h 
cojno6HJiH3aTopa He BaaceH, mo>kho bhochtb hx b BH#e KOMnjieKca, 
npeABapHTejibHO cMemaB. B KanecTBe cojno6HJiH3aTopa Hcnojib3yioT pa3JiH*iHbie 
nojiHajiKHJieHOKCHflti: nojiHarajieHrjiHKOJiH moji Maccw ot 150 ao 400, h Bbinie 
400 (HanpHMep, II3r-1500), a Taioice nojiH3THJieHrjnncojiH, HMeionme CBo6ozmbie 
KOHi^eBBie rpymibi, ho h c 3aMemeHHbiMH (HanpHMep, nojiHSTHJieHrjiHKOJib 

AHMeTHJIOBblH 3<j)Hp MOJI MaCCbl 500). 

PflSl yBeJIHHeHHH CKOpOCTH peaKHHH fl06aBJIHK)T JII06OH CHJIbHblH 

BoccTaHOBHTenb (njejioHHbie MeTannbi). 

CooTHonieHHe 4>yjuiepeHa h aMHHOKHCJioTbi yBejinneHo 6ojiee hgm b 50 
pa3. ripn cooTHonieHHH MeHee neM b 50 pa3 nojiynaioTCH coeflHHeHHH c MeHbnien 

paCTBOpHMOCTbK) H 6oJiee BblCOKOH TOKCHHHOCTbK). 

OnTHMajibHaa TeMnepaTypa npoBe^eHHs cHHTe3a - +(60-80)°C. 

npeBpamemie b xcejiaeMyio (JmpManeBTHHecKH npneMjieMyio cojib, 
oco6eHHo HarpHeByio hjih KajiHeByio, Moxcer BbinojiHHTbca nyTeM o6pa6oTKH 
KHCJioTbi no^xo^nBiM ocHOBaHHeM hjih nyTeM Ao6aBJieHHH cojih cjia6oii 
JieTyneH khcjioth. B nacTHOCTH, HepacxBopHMaa b BOfle 
$yjmepeHnojraKap6oHOBaa KHCJioTa npeBpamaercji b 6ojiee npe^noHTHTejibHbie 
^apManeBTHHecKH npneMJieMbie cojih, TaKHe KaK HaTpHeBaa cojib, KOTopwe 
pacTBOpHMbi b BOfle. ,3;o6aBJieHHe cojih cjia6oH jieTynen khcjiotw nponcxozraT 
nyTeM o6pa6oTKH pacTBopa cojibio mejiOHHoro MeTajuia h cjia6oH jieTyneH 
KHCJioTbi. IlpH KOHijeHTpHpoBaHHH pacTBopa nyreM BbinapHBaHHH HJIH 
jmo4>HJiH3aHHH cjia6aa KHCJioTa yaajweTca, a 4>yjuiepeHnojiHKap6oHOBbie 
khcjioth BbiflejwioTCH b BHfle hx cojiefi mejioHHbix MeTajuiOB. TlpHMepaMH cojien 
mejioHHbix MeTajuiOB h cjiaSoii jieryHeH khcjiotm hbjihiotch HaTpna h Raima 
Kap6oHaT hjih 6nKap6oHaT. 

Bbixofl uejieBoro npo^yicra cocTaanaeT 6ojiee 200 % no B3HTOMy 
4>yJuiepeHy. LJejieBOH npoflyicr no flaHHOMy H3o6peTeHHK> xapaKTepH3yeTca 
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nocTOHHCTBOM cocTaBa, co^epHcaHHe b uejieBOM npo#yKTe ochobhoix) BemecTBa 
cocTaBjiaeT He MeHee 87,8 %• 

CoeflHHeHiM ^opMyjiM 1 - TeMHo-KopHHHeBBie KpHCTajuiHHecKHe BemecTBa, 
HeorpaHHHeHHo pacTBopHMBie b BO^e b cojieBOH <|>opMe h npaKTHHecKH He 

paCTBOpHMbie B BOfle B KHCJIOTHOH (J)OpMe. B KHCJIOTHOH (|>OpMe OHH OipaHHHeHHO 

pacTBopniOTCH b CMecax CH 3 CN-H 2 0 1:1 h i-PrOH-H 2 0 1:1, xopoiuo - b DMSO. 
TlpH HarpeBaHHH ao 350°C ohh He miaBflCB, pa3pyniaioTCH. 

Oco6eHHOCTBio CTpoeHHH nojiyneHHBix coeflHHeHHfl HBjraeTCfl HajiHHHe b 
MOJieKyjie hcckojibkhx Kap6oKCHJiBHBix rpynn, KOTopBie b sbbhchmocth ot pH 
cpe^Bi, HaxoAHTCH hjih b cojieBOH, hjih b khcjiothoh <J)opMe, npoHBJura 6y<J)epHBie 
CBOHCTBa. pH o6pa30Bamra nojiHOH cojih - 7,9; pH o6pa30Bamra nojraofi 

KHCJIOTBI - 4,0, npH 3TOM KHCJIOTa BCJieflCTBHe MajIOH paCTBOpHMOCTH B BOfle 

o6pa3yeT MHu;ejuiBi, kojuioha h BBina#aeT b oca^oK. 

pH nepexoAa 3a»BJieHHbix coeAHHemm b pacTBopeHHoe cocTpHHHe 
(o6pa30BaHHK HCTHHHoro pacTBopa) - 5,0-6,0, IIpH 3TOM o6pa3yK>TCH 1-2-x 
3aMemeHHBie cojih. 

npn 3HaHeHHHX pH 5,0V7,9 BCJie^CTBHe raflpojiraa cojih c pa3jiHHHOH 
CTeneHBio 3aMeiu;eHHfl HaxoflHTCH b flimaMHHecKOM paBHOBecHH. 

TCX BBinojiHHJiacB Ha CHJiHKarejie 6OF254 4>HpMBi "Merck", HaHJiynuiHe 
pe3yjiBTaTBi no pa3flejieHHK> KOMnoHeHTOB Sbijih nojiyneHti c cHCTeMaMH 
ajnoeHTOB: EtOH-6eH30Ji-H 2 0 4:1:1 (I) h 4:1:1,5 (II). 

B (I) CHCTeMe 6buio oSHapyaceHo 3 iMraa c R f 0,68, 0,37 h Ha cTapTe, b 
CHCTeMe (II) - 3 iraTHa c R f 0,82, 0,71 h 0,47- nocjieflHee npHHaj^Jie^KHT 
nojwpHOMy KOMnoHeHTy. Ilpo6a c HHHrHflpHHOM noKa3ana OTcyTCTBHe b cocTaBe 
npoflyKTa KOMnoHeHTOB b npo#yKTe c nepBHHHOH aMHHorpynnoH. 

nojiyneHHBie aaHHBie CBH^eTejiBCTByiOT o tom, hto pa3,nejiHeMBie TCX 
BemecTBa npHHa^jieacaT pa3JiHHHBiM <J>opMaM, Haxofl^mHMCH b AHHaMHHecKOM 

paBHOBeCHH, COOTHOHieHHe KOTOpBIX 3aBHCHT OT pH H nOJMpHOCTH paCTBOpHTCJM. 
3TO MOECeT npOHCXOflHTB npH THflpOJIH3e HenOJIHBIX COJieft 
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4>yJinepeHnojiHKap6oHOBtix khcjiot. HlnpHHa xpoMaTorpa^HHecKoro ircraa 
(30HM) Kaacfloro KOMnoHeHTa yKa3tiBaioT o xhmhhcckoh (cTpyKxypHon) 
oflHopo^HOCTH BemecTBa. 

Bbijih H3yHem»i 'H h ,3 C-JBV1P crieicrpbi pacTBopoB coeAHHeHHH 4>opMynbi 
1 b fleirrpHpoBaHHBix pacTBopHTejrax c paanHHHoii cojitBarHpyiomeH 
cnoco6HOCTBK>. CneKTpti chhtbi npn 20°C Ha npH6ope WM-200 c pa6oneH 
nacTOTOH 200,13 MTn no 'H h 50,32 MTn no ,3 C. 

,3 C-5!MP (5, D 2 0): 25,2 (CH 2 CH 2 C(0)0-), 25,4 (CH 2 (CH 2 ) 2 C(0)0-), 26,8 
(CH 2 C(0)0-), 69,5 (CH 2 NH), 130-160 (C 60 ), 183,7 (C(O)O-). 

'H-ilMP (5, CD 3 OD): 1,16a (1H, J=6,0 Tn, -NH-), 1,26; 1,45 n 1,65 (3m, 
1H, 2H, 3H cooTBercTBeHHO, -(CH 2 ) 3 -), 2,18; 2,23 (2c, 0,2H, -NH...), 2,34t (2H, 
J=7,2 Tn, -CH 2 C(0)0-), 2,94yniHp.T. (0,4H, J=6,0 Tn, J=l,8 Tn, -NCH 2 -), 3,6m 

(ih, j=i,8 rn, j=6,o rn, c 60 H). 

'H-miP (8, DMSO-d6): 1,02a (0,4H, J=6,0 rn, -NH-), 1,22; 1,32 h 1,52 
(3m, 6H, -(CH 2 ) 3 -), 1,90; 2,08 (2c, 0,3H KaacAbra, -NH...), 2,20t (2H, J=7,2 Tn, - 
CH 2 C(0)0-), 2,68kb. (2H, -NCH 2 -), 7,46m; 8,17c (0,5H KaacAbifi, C 60 H), 
12,08yni.c (1H, -C(O)OH) ). 

*H-%MP (5, D 2 0): 1,25m; 1,49m (2H, 4H, cooTBeTCTBeHHO, J=7,8 Tn, 

j=6,9 rn, -(CH 2 ) 3 -), i,88a (0,ih, j=i,6 rn, -nh...), i,89a (o,ih, j=5,5 rn, - 

NH...), 2,05a (0,1H, J=l,6 Tn, -NH...), 2,24t (2H, J=7,3 Tn, -CH 2 C(0)0), 
2,82yni.T (1,5H, J=l,6 Tn, J=7,5 Tn, -NCH 2 -), 3,49m; (1H, J=5,5 Tn, C 60 H). 

CjieAyionnie CBOHCTBa npeAJiaraeMBix cocahhchhh o6ycjioBJieHbi 
npncyTCTBHeM 4>yjiJiepeHOBoro HApa b MOJieicyjie. 06njiHe H30JinpoBaHHbix 
KpaTHbix cBjreen no3BOJMeT CHHTarb 4>yjiJiepeH nonnojie^HHOBOH chctcmoh. JJjix 
Hero Han6oJiee tihihhho npncoeAHHeHHe no KparaoH cbh3H. Oh Jieneo 
npncoeAHHaeT Hymieoijrajibi h CBo6oAHbie paAHKajiw, hto AeJiaex bosmoskhbim 
Hcnonb30BaHHe noAoSHbix BeinecTB b KanecTBe aHTHOKCH AaHTOB . 

TexHHHecKHH pe3yjibTaT H3o6pereHHH coctoht b tom, hto co3AaH hobbih 
KJiacc coeAHHeHHH - ^yjuiepeHnojiHKapSoHOBbix aHHOHOB o6inen 4>opMyjibi 1 3a 
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cneT HyKneo4>HJiBHoro npHcoeAHHeHira k 4>yjuiepeHy aMHHOKHCJioTbi no 

HeCKOJIBKHM ffBOHHbIM CBH3HM C KOJIHHeCTBOM JJfiyX H 6oJiee aMHHOKHCJIOT. 

CoeAHHeHiM o6jiaflaK>T hobbimh cbohctbomh: 

- HeOipaHHHeHHOH paCTBOpHMOCTblO B BOfle, 

- BblCOKOH 6HOAOCTynHOCTbK) 5 

- BblCOKOH 3<j)<|> eKT HBHOCTbK> B03AeHCTBH* Ha HH^HU;HpOBaHHbie KJieTKH, 

- HH3KOH TOKCHHHOCTbK). 

E[OKa3aH0 5 HTO aHTHOKCHflaHTHbie CBOHCTBa 3aflBJIHeMbIX COeflHHeHHH 
He3HaHHTeJIbHO 3aBHCHT OT HX KOHII,eHTp ailHH . ITpH yBeJIHHCHHH KOHI|eHTpaiJHH B 

40 pa3 - c5flo 200 MKr/MJi — aHTHOKCHAaHTHaa aKTHBHOCTb yBejiHHHJiacb c 22,78 
AO 32,21 npoijeHTOB. TaKHM o6pa30M, coeAHHeHHfl Aaace b hh3khx 

KOH^HTpaitfMX paSoTaiOT C MaKCHMajIbHO B03M02CH0H 3<J)<])eKTHBHOCTbK>. 

npOTHBOBHpycHaa aKTHBHOCTb npenapaTa 6buia H3yneHa b othohichhh 
BHq, BUT, renaraT C. 

CoeAHHemra <J>opMyjibi 1 b KomieHTpaijHH 1 mkt/mji o6ecneHHsajiH nojiHyio 
3amHTy nepeBHBaeMbix JiHM<])o6jiacTOHAHbix kjictok nejioBeKa MT-4 ot 
BHpycHoro i;HTonaTHnecKoro achctbhh (XJJT20 BHH-l, B3HToro b A03e 100 
UJTAso ao 7 cyroK Ha6jiK>AeHHH nocjie 3apaaceHHJi kjictomhbix Kyjibiyp. B 
KpmxeHTpaijHH 10 mkiYmji npoHCXOAHT Hcne3HOBeHHe BHpyca (aHTHreH p24) b 
KyjibTypaJibHOH cpeAe. B 3thx KOHijeHTpaijHflx i^htotokchh6ckoc ashctbhc 
npenapaTa Ha kjictkh He oSHapyaceHo. 

CoeAHHeHHH <J>opMyjibi 1 b KomjeHTpaiiHH 10 mkt/mji oGecneHHBajiH 
nojiHyio 3anxHTy KJieTOK nepeBHBaeMOH KyjibTypbi noneK o6e3b«H (VERO) h 
KyjibTypw 4ra6po6jiacTOB 3M6pnoHa nenoBeKa (M-21) ot EiHTOAecTpyKTHBHoro 
AeiicTBHH BHpyca npocroro repneca (BITT-l), B3OToro b A03e 100 imD^o, nepe3 48 
nacoB nocjie 3apaEceHira KJieTOHHbix KyjibTyp. B TeneHHe Toro ace BpeMeHH b 
KOHTpojibHbix HH(J)Hipip6BaHHbix KJieTOHHbix Kyjibiypax, He noABeprniHXCM 
B03AeficTBHK) npeAJioacemibix coeAHHemra, nponcxoAHJia 100 % ra6ejib kjictok. 
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Coe^HHeHiM 4>opMyjiM 1 b KomjeHTpaipiH 10 MKr/MJi, BHeceHHtie B 
MOMeHT HH(|>Hii;HpoBaHiM, o6ecneHHBajra nojiHyio 3amHTy nepeBHBaeMoii 
Kyjibiypbi KJieTOK a^eHOKapijHHOMbi HaanoHeHHHKa nejiOBeica SW-13 ot 
itHTOAecTpyKTHBHoro fleficTBHH BHpyca renaTHTa C (1b reHoran), B3*rroro b A03e 

100 l^TI^o. ^KH3HecnOC06HOCTB HH(j)HIJHpOBaHHbIX KJieTOK oeraBajiacb HaypoBHe 
HeHH^HUHpOBaHHOrO KOHTpOJW. YCTaHOBJieHO nOJIHOe OTCyTCTBHe OCTaTOHHOH 

HH(J)eKixHOHHOcTH BHpyca Ha 3-h fleHB nocjie 3apaaceHHH kjictok npn 

HCnOJIB30BaHHH npeflJIOHCeHHblX COeflHHeHHH B KOHI^HTpaiJHH 100 MKr/MJI, B 
KOHUteHTpaitHH 10 MKr/MJI HH(J)eKU l HOHHbIH THTp IIOTOMCTBa BHpyca (MR 50 ) 
CHH3HJIC5I C 4,8 lg B KOHTpOJie flO 1,5 lg. 

YcTaHOBJieH 3<J)<|)eKT TopMOHcemra npojiH<|>epaijHH onyxoneBbix kjictok 
nejioseKa noa B03fleiiCTBHeM flaHHbix coefliraeHHH. 

YcTaHOBJieHa HHra6Hpyiomaa KOHijeHTp aijHH (HK 50 ) npenapaTa Ha 
onyxojieBbie kjictkh nejiOBeKa MT-4 h Hep 2, paBHaa 100 MKr/MJi. E[oKa3aHO, 
hto b 3TOH KOHixeHTpaijHH npenapaT OKa3biBaeT bjihhhhc Ha GHOCHHTeraqecKHe 
npoueccbi b KyjibType KJieTOK, Bbi3biBaa BbipaaceHHoe TopMoaceHHe 
npojiH^epai^HH KJieTOK h noflaBJiemie CHHTe3a 6ejiKOB. 

npHcyrcTBHe npenapaTa b KyjibTypajibHOH cpe^e b KOHii;eHTpaij;HH 100 
MKr/MJi H3MeiMeT MeTa6ojra3M KJieTOK Hep 2, hto npo^BJiHeTCH b noflasjieHHe 
CHHTe3a 6ejiKOB. Yace nocjie 1 cyroK B03fleHCTBH« Ha6jnoAaeTCH HCHe3HOBemie 
AByx 6eJiKOB - c moji Maccofi 90 Kfla h 50 K^a. nocjie 3-x cyTOK Ha6jiK>AeHHfl b 
KompojibHbix KyjibTypax OTMeneHO noflBJieHHe hoboto 6ejiKa c moji Maccofi 
okojio 100 K^a, npHcyrcTBHe coxpairajiocb h Ha 6 cyrKH. B KyjibType, 
HaxoAflmegcH nofl B03AeficTBHeM npenapaTa, CHHTe3 3Toro 6ejiKa OTcyTCTBOBaji. 

EbDIO nOKa3aHO, HTO COeflHHeHHH (J)OpMyjIbI 1 CBH3bIBaiOTCH c 

ajibSyMHHaMH (MaKCHMajibHaa KOHijeHTpaijHH coeraBHJia 240 MKr/MJi) h b TaKOM 
BH^e jierKo TpaHcnoprapyiOTCH b pa3JiHHHbie opraHbi h TKaHH. AHajiH3 aaHHbix 
no TKaHeBOH aocTynHocra, xapaKTepH3yioiijHH HHTeHCHBHOCTb npoHHKHOBerora 
npenapaTa b nepn^epHHecKHe TKaHH, noKa3aji, hto npenapaT npoHHKaeT bo Bee 
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opraHLi. HaH6oJiee hhtchchbho b neneHB, cene3eHKy, hohkh h jierKHe. 
npe^JiaraeMBie coeflHHeHira b otjihhhc ot apyrax roioxo pacreopHMBix b Bo^e 
npoH3BOflHtix <i>yjiJiepeHa Majio npomncaioT b cajiBHHK h M03r h He BBi3BraaioT 

HeHpOTOKCHHHOCTH. 

3TH COeflHHeHIM HMeiOT flOCTaTOHHO HH3KHH MOJieKyjMpHBIH Bee flJM 

Toro, hto6bi npoxoflHTB nepe3 3KCKpeTopHyio MeM6paHy KneTOK. HivieH 
cnoco6HocTb HeorpaHHHeHHo pacTBopaTBCJi b BO^e, coeflHHeHHfl flocTaTOHHO 
6bictpo bbiboahtch H3 opraHH3Ma. H3yHeroie 3KCKpeijHH npenapaTa noica3ajio, 

HTO 3a Tpoe CyTOK C MOHOH BBIBOAHTCH 52-54% OT BBeAeHHOH A03BIJ CKOpOCTB 
3KCKpeUHH npH BHyTpHBeHHOM H peKTaJIBHOM CIIOCo6aX BBeAeHHH OflHHaKOBa. 

BjiHHHHe npenapaTa Ha <|>epMeHTaTHBHyK) CHCTeMy 6HOTpaHc<J>opMaiiHH 

KCeH06HOTHKOB B neneHH KpBIC OIjeHHBaJIH nO H3MeHeHHK> aKTHBHOCTH 

^epMeHTOB i ajiBfleraflAerHAporeHa3Bi 5 HAflOH iwroxpoM C pe,zjyKTa3Bi, N- 
AeMeTHJia3Bi, aHHjraHrH,zipoKCHJia3Bi ? noJiyneHHBix H3 HaflMHTOxoHflpHanBHOH 
4>paKijHH neneHH, h coflepacamra P450 h B5 npH peicraJiBHOM BBeaeHHH 
3KHbothbim npenapaTa b flByx #03ax 0,3 h 3,0 isir/ier. He ycTaHOBJieHO 

fl0303aBHCHMOrO BJIHflHHfl Ha aKTHBHOCTB H3yHeHHBIX <J>epMeHTOB h coflepacamie 

P450 h B5 b neneHH KpBic nocne oflHOKpamoro BBefleHHH npenapaTa b TeneHHe 
17 flHeft. Blijio noKa3aHO CTaracTHHecKH AOCTOBepHoe yBejinneHHe aKTHBHOCTH 
rJiyTaTHOHTpaHc4>epa3Bi b neneHH KpBic Ha 1 cyTKH nocjie BBeaeHira npenapaTa no 

CpaBHeHHIO C KOHTpOJIBHBIMH, nOJiyHaBUIHMH IIJiaii;e6o, H HHTaKTHBIMH 
3KHBOTHBIMH. 

Coe^HHeHHH ^OpMyjIBI 1 He o6jia#aK>T HMMyHOTOKCHHeCKHM fleHCTBHeM, 

npH npHMeHeHHH b fl03ax flo 15 mt/kt 3aHBJi)ieMBie coeflHHeHHH He o6jia#aK>T 
MyTareHHBiM ^encTBHeM Ha TernioicpoBHBix hchbothbix. Jm 50 ajm HejiHHefiHBix 
MBimeii cocTaBHJia npH BHyrpHBeHHOM BBe^eHHH ajih caMOK - 83 Mr/nr, fljra 
caivmoB - 1 14 Mr/icr, npH BHyTpnGpiouiHHHOM - 688 mt/kt .zyra caMOK h caMijOB, 
npH BHyrpH^KejiyflOHHOM - >2700 Mr/icr h npH peKTaJIBHOM - >450 mt/kt. 
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OapMa^BTHnecKHe roTOBwe 4>opMbi npenapaTOB coeflHHeHHH <])opMyjn>i 1 
MoryT 6bitb BBmojraeHBi b <J>opMe W 1 * opajiBHoro hjih napaHTepajiBHoro 
Ha3HaneHHH ajm TepanHH hjih npo<j>HJiaKTHKH BHpycHBix HH<J>eicu;HH h coctoahhh, 
npn kotopbix noKa3aHO npHMeHeHHe aHTHOKCHflairroB h aHTHflOTOB. 

CoeAHHeHHH CMCUIHBaiOT C 06BIHHBIMH ^apMai<eBTHHeCKHMH HOCHTeJIflMH 

h 3Kcu,HiraeHTaMH h HcnojiB3yiOT b <j)opMe Ta6jieTOK, Kancyji, CBenefi, Ma3efi, 

paCTBOpOB flJIfl HH'BeKaHH H T.fl. K0Mn03HIJHH, BKJIIOHaiOmHC COeflHHCHHH 

^opMyjibi 1 , coflep^caT npHMepHO 0,1-90 % no Macce aKTHBHoro coeAHHeHHH, 
HanGonee npe^noHTHTejiBHO 0,5-10 %. 

CoeAHHeHHa HacTOflmero H3o6peTeHHH MoryT npHMeHHTBCH opajiBHO, 
napeHTepajiBHo (BKJUonaa noflKOHCHBie HHT>eKE[HH, BHyTpHBeHHBie, 

BHyTpHMBIHieHHBie, BHyTpHflrOAHHHBie HH'BeKU.HH HJIH BJIHBaHHfl), IiyTeM 

HHrajwmHOHHoro pacnBDieHHH hjih peicrajiBHO, BKjnonaiomeH TpaAHijHOHHBie 
HeTOKCHHHBie <J)apMaijeBTHHecKH npneMJieMBie hochtcjih, CTHMyjMTopBi h 
BcnoMoraTejiBHBie areHTBi. 

TaKHe (^apMai^eBTHHecKHe KOMno3Hipra MOiyr BBmycKaTBCH b BHfle 
opajiBHO npHMeH^eMBix cycneH3HH hjih Ta6jieTOK; Ha33JiBHBix cnpaeB; 
CTepHJiBHBix npenapaTOB fljra HHBeKiura, HanpHMep b BHfle crepHJiBHBix boahbix 

HJIH MaCJIHHBIX CycneH3HH flJM HHbeiCHHH, hjih CBeneH. 

Jljvi opajiBHoro npHMeHeHira b BH^e cycneraHH KOMno3Hi#iH totobht 
cornacHO MeTOAaM, nrapoKO H3BecrHBiM b o6jiacTH npnroTOBJieHHH 
(^apMai^eBTHHecKHX peijemyp, h ohh MOiyr co«ep«aTB MHKpoKpHCTajiJiHHecieyio 
u,ejuiK>Jio3y flJM o6ecneneHHH MaccBi, ajibrHHOByio KHCJiOTy hjih ajibrHHar HaTpHH 
b KanecTBe cycneHflHpyiomero areHTa, MeTHJiu;eJiJiioji03y b KaHecrae ycHJiHTejra 

BH3KOCTH H nOACJiailJHBaiOIIJHe areHTBi h/hJIH OTAyiHKH, H3BeCTHBie B 3TOH 

o6jiacTH. B BH^e Ta6jieTOK HeMeAJiemioro BBmejieHH* Taicne KOMno3HUHH MoryT 
coflepacaTB MHKpoKpHCTajuiHHecKyio ixejuiK)ji03y, KaJiBi^HH ^oc(J>aT, KpaxMan, 
CTeapaT Marana h jiaKT03y h/hjih flpyrne aKcuHnneHTBi, cB*3yiomHe BemecTBa, 
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pacuiHpHTejiH, fle3HHTerpaTopBi, pa36aBHTejiH h cMa3MBaiomHe BemecTBa, 
H3BecTHtie b aaHHOH oSjiaem. 

IlpH npHMeHeHHH b BHfle Ha3ajibHBix aaposojieH hjih nyreM HHraJumHH 

TaKHe KOMn03HItflH rOTOBHT MeTOflaMH, XOpOniO H3BCCTHMMH B o6iiaCTH 

4>apMai^BTHHecKHX penemyp, h ohh Moiyr BbinycKaTbca b BHfle pacTBopoB Ha 

4>H3HOJIOrHHeCKOM paCTBOpe, C HCnOJIb30BaHHeM 6eH30HHOH KHCJIOTbl hjih flpyrax 

noAXOA^mnx KOHcepBaHTOB, npoMOTopoB aacop6miH pjin ycHJieHHH 
6HonpHMeHHMOCTH, h/hjih apyrax conio6HJiH3HpyiomHX hjih AHcneprapyiomHx 

areHTOB, H3BeCTHbIX B AaHHOH o6jiacTH. 

PacTBOpw hjih cycneH3HH ajm HHi>eKijHH MoryT ^opMHpOBaTbca corjiacHO 
H3BecTHbiM MeTo^aM, c Hcnojn>30BaHH6M HCTOKCHHHbix, napeHTepajibHO 
npHM6HHMbix pa36aBHTejieH hjih pacTBopHTenen, TaKHX KaK MaHHHT, 1,3- 
6yTaHAHOJi, Boaa, pacTBop PHHrepa hjih H30TOHHH6ckhh pacTBOp xjiopHCToro 
HaTpHH hjih noflxoflHmHX AHcneprHpyiomHX hjih cManHBaiomnx h 
cycneHflHpyiomHX areHTOB, TaKHX KaK CTepHJibHbie, MarKHe, ycTOHHHBbie Macna, 
BKJUOHaa chhtcthhcckhc moho- hjih flHrjiHi^pHflbi, hjih acnpHbie khcjiotm, 
BKJiioHaa ojieHHOByio KHCJioTy. 

npH peicrajibHOM npHMeHeHHH b BHfle CBeneH TaKHe KOMno3HijHH Moiyr 
roTOBHTbca nyreM CMeniHBainra JieKapcTBa c TaKHM Hepa3Apa>KaiomHM 
3KCimnHeHTOM, KaK Macno KaKao, CHHTeTHHecKHe rjinuepHAHbie cjioacHbie acjmpbi 

HJIH nOJIH3THJieHrJIHKOJIH, KOTOpbie flBJMIOTCH TBepflblMH BemecTBaMH npH 

o6biHHbix TeMnepaTypax, ho OKH^eaioTCfl h/hjih pacTBopaiOTCfl b peKTajibHoft 
nojiocTH c BbwejieimeM JieKapcTBa. 

ITpeflJiaraeMbie coeaHHemra Moryr 6biTb Hcnojib30saHbi ajih jieneHH* 
HH^eKiiHH, Bbi3biBaeMbix BHH, BITT, renaraTOM C. 

JleneHHe HH<j>eKijHOHHbix 3a6ojieBaHHH nyTeM B03AeiicTBHH 
<J>apMaijeBTHHecKH npneMJieMbix ao3 coeAHHeHHHMH no (J>opMyjie 1 
ocymecTBJMeTca oAHOBpeMeHHO Ha HecKOJibKO BHpycoB (b cjiynae mhkct- 
HH^eKiiHH) h 3aTparHBaeT pa3JiHHHbie CTa^HH penjiHKaijHH BHpyca. ]IoKa3aHO, 
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hto JieneHHe conpoBoacaaeTCH CHHaceHHeM cipeccoBoro 3(}><|>eKTa Ha BBeaeHHe 
npenapaTa, ycHJiemieM aHTHOKCHflaHTHOH 3amHTBi opraHH3Ma ot hh^cklchh, 
BMBefleHHeM H3 opraHH3Ma tokchhob. HHTOKCHKai^M opraHH3Ma xapaicrepHa fljw 
TeneHHH pflfla BHpycHBix hh^gkijhh h o6ycjiaBJiHBaeT TflacecTB 3a6ojieBaHHfl. 

PacneTHLie #aHHBie noica3ajiH, hto ypoBHH #03HpOBOK nopaflica 0,1-250 
hjih 2500 Mr/fleHb Moryr Hcnojn>30BaTBC5i #jw jieneHH* hjih npo(J)HJiaKTHKH 
yKa3aHHbix BBinie coctojihhh, npnneM opajiBHBie ao3HpoBKH b 2-5 pa3 BBinie. 
O^HaKo cjie^yeT hmctb b BH^y, hto KomcpeTHBra ypoBeHB ,ao3hpobok h nacTOTa 
npHeMa JieKapcTBa fljra KaacAoro KOHKpeTHoro naijneHTa 6yfleT 3aBHceTB ot 
6ojiBnioro HHCJia ^aicropoB, BKjnoHaa aKTHBHOCTB KOHKpeTHoro coeaHHemra, 

MeTa60JIHHeCKyiO CTaGHJIBHO CTB H flJIHTeJIBHOCTB fleHCTBIM, CKOpOCTB BBIflejieHHH, 

B03pacT nai^HeHTa, Bee Tejia, o6mee cocroaHHe 3flopoBBH, ncwi, jieKapcTBeHHBie 

KOM6HHaqHH. 

Bo3M05khbi coneTaHiM coeflHHeHHH <|>opMyjiBi 1 c apyraMH 

aHTHBHpyCHBIMH areHTaMH, HMMyHOMOAyJWTOpaMH, npOTHBOHH^eKUHOHHBIMH 
areHTaMH HJIH BaKIJHHaMH B pa3JIHHHBIX KOMSHHaaHHX c jho6bimh 

4>apManeBTHHecKHMH cocTaBaMH, npeAHa3HaneHHBiMH fljra JieneHHH. 



OopMyjia H3o6peTeHHH 



I 1. CpeflCTBO HHrH6HpOBaHHH penpOAyKItHH o6oJIOHCHHBIX BHpyCOB, 

xapaKTepH3yiomeecH TeM, hto oho npe^cTaBjraeT co6oh BOAopacTBOpHMoe 
coe^HHeHHe 4>yjuiepeHnojiHKap6oHOBBix aHHOHOB o6mefi ^opMyjiBi 

C 60 H n [NH(CH 2 ) m C(O)O1 nj 

rp& C6o— 4>yjuiepeHOBoe *flP° 5 

NH(CH 2 ) m C(0)0" - aMHHOKap60HOBBIH aHHOH 

m paBHO u;ejioMy HHCJiy ot 1 ao 5, npeflnoHTHTejiBHo 3 h 5, HaH6ojiee 
npeanoHTHTejiBHO 5, 

n paBHO uejiOMy HHCJiy ot 2 ao 12, npeflnoHTHTenBHo ot 4 flo 6, HaH6ojiee 
npe^noHTHTejiBHo 6. 

J 2. Cnoco6 nojiyneHiM cpe^cTBa rjul HHra6HpoBaHira penpo^yKitHH 
o6ojioneHHBix BHpycoB, xapaKrepH3yK>mHHCH TeM 5 hto b pacTBop 4>yjuiepeHa b o- 

«HXJIOp6eH30Jie BHOCJIT aMHHOKHCJIOTy B BHfle KaJIHeBOH HJIH HaTpHeBOH COJIH, 

flamee flo6aBJi«OT cojno6HJiH3ajop BBi6paHHBifi H3 rpynnBi nojraajiKHJieHOKCHAOB: 
nojiH3THJieHrjniKOJiH moji MaccBi ot 150 flo 400 h BBiine, a TaioKe aHMerajioBBie 
3^HpBi nojiH3THJieHrjiHKoneii, npn stom cooraonieHHe (J>yjuiepeHa h khcjiotbi 
ysejiHH^HO 6ojiee HeM b 50 pa3 ? a chhtc3 npoBOAOT npH TeMneparype 60-80° C. 

3. <I>apMai;eBTHHecKaa KOMiio3Hijira fljia HHrH6HpoBaHHfl penpoflyKijHH 
o6ojioHeHHBix BHpycoB, xapaicrepH3yiomaflCH tcm, hto OHa coflep^KHT cpe^cTBO no 
n.l b 3^c^ eKTKBHOM KOJiHHecTBe h (^apMai^eBTHHecKH npneMJieMBie HanojimrrejiH. 

4. OapMaijeBTHHecKaa KOMno3imHa ^jih HHra6HpoBaH*ra penpo,nyKu;HH 
o6ojioneHHBix BHpycoB no n. 3 5 xapaKTepH3yioiuaflCfl tcm, hto OHa BBinojiHeHa b 
4>opMe Ta6jieTOK, Kancyji, pacTBopa ajm hh'bckiihh, cynno3HTopHeB, Ma3H, KpeMa, 
cnpea, rejra. 
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5. Cnoco6 HHra6HpOBaHH5i penpo#yKE(HH o6ojioHeHHBix BnpycoB, 
xapaKTepH3yioiHHHC^ TeM, hto HcnojiB3yioT 4>apMa^BTHHecicyio KOMno3HitfiK) no 
rai. 3 h 4 noflaBJierara BHpycoB npH jieneHHH 3a6ojieBaHHH BPW h CIM#, 
repnec-HH^eicitHH, BHpycHoro renaTHTa C. 



PEOEPAT 



H3o6peTeHHe othochtc* k (|)apMaE(eBTHHecKOH npoMbinuieHHdcTH h 
KacaeTCH co3«aHiM cpe^cTBa ana HHra6HpOBaHHa penpoayKUHH o6ojioHeHHbix 
BHpycoB. 

TexHHHecKofi 3aflaneH HacTonmero H3o6peTeHHfl HBJweTCfl co3AaHHe 
cpeflCTBa Ha ocHOBe 4>yjuiepeHnojiHKap6oHOBi>ix amiOHOB ajm noflaBJiemra 
aKTHBHOCTH o6ojioHeHHbix BHpycoB npH jieneHHH 3a6ojieBaHHH, Bbi3biBaeMbix 

3THMH BHpycaMH. 

JJflfL peineHiM nocTaBjieHHOH 3a«aHH npe#jio:>KeHa rpynna H3o6peTeHHH, 
o6i>eflHHeHHBix o6mHM H3o6peTaTejiscKHM 3aMbicjiOM, BKJiK)Haiomaa b ce6a 
cnoco6 nojiynemra coeflHHeHHH, n3yneHHe MexamoMOB fleiicTBHJi, co3AaHHe 
^apMaiteBTHnecKHX KOMno3Hi^Hfl h pa3pa6oTKy mctoaob jieneHHH c hx 
npHM ch e hh eM . 

Pemeime nocTaBjieHHOH 3a«aHH #ocTHraeTca Bbi6opoM TaKHx 

KOJIHHeCTBeHHBIX COOTHOHieHHH KOMnOHCHTOB H yCJIOBHH npoBeaeHHfl peaicitHH, 

KOTOpBie o6ecneHHBaioT nojiyneHHe npo#yKTOB nojiHnpHcoeflHHemra. 

YCTaHOBneHO, HTO npH IipOBefleHHH CHHTe3a KOJIHHeCTBO aMHHOKHCJIOTBI AOJ15KHO 

npeBBiinaTB KOJimecTBO <J>yjuiepeHa 6ojiee HeM b 50 pa3. 

ripo«yKT, nonyHeHHBiH no npeflJioaceHHOMy cnoco6y, HMeeT 
HeorpaHHHeHHyio pacTBOpHMocTB b BOfle, Heo6xoflHMyio 6HOAOCTynHOCTb 5 

BBICOKyK) 3<])4>eKTHBHOCTB B03AeHCTBH)I Ha HH^HItfipOBaHHbie KJ16TKH, HH3KyK> 

tokchhhoctb. Coflep>KaHHe ocHOBHoro BemecTBa b ueueBOM npoflyKTe cocTaBJweT 
He MeHee 87%. Ilpcmecc TexHOJioraneH h MoaceT 6bitb Hcnojib30BaH b 
^apMau;eBTHHecKofi npoMbiimieHHOCTH. 

Pa3pa6oTaHbi komiio3hi|hh jieicapcTBeHHbix cpe^cTB h cnoco6bi jieneHHH 
3a6ojieBaHHH, Bbi3BaHHbix BPIH/CIMA, repnec-HH^eiojHHMH, BHpycHbiM 
renainTOM C. 



